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Assistant Commissioner for Patents 
Washington, DC 20231 

Declararion of Costas Karat/as Under 37 CF.R. S M32 

I declare: 

1 . I am a co-inventor of the subject matter described and claimed in the above-captioiied 
patent application. I am educated and expert in the field of iransgenic animal production, and I 
am familiar with the level of ordinary skill in the field at the time the above-caplioned f'atem 
application was filed. 

2. I have read the Office Actions issued in connection with this application; they are 
dated April 12, 2000, January 4, 2001 and July 18, 2001. 

3. As I understand it, claim 2, directed to a non-human embryo encoding a spid<:r 
biofilament, was rejected as not being useful. Tlicse embryos are useful because researc hers 
working under my direction have used them to nialce adult animals that make biofilameiits. 

4. Researchers working at my direction have successfully carried out the follow mg 
experiments to generate transgenic animals, whii:h were described prophedcally in the i)atent 
applicaiion. In March 1998, the time the applicaiion was filed, the description in the paient 
application of the methods i-ised to generate the transgenic animals and to use them to ptoduct 
biofilaments could have been successfully followed by a transgenic animal researcher of ordinary 
skill, without undue experimentation. 
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a) Vwxg the methods described in the patent appIicaHori, we g en f magd three fbuDiier 
goats by pronucleax inicioiBjcctiofl that were traiisgeaic for ttie spider 3Uk gene, uiider x\\c 
control of the mouse WaP promotex and leader sequences as described in *e patent app) icatioti. 
One of these male goats (named "Zotto*') maied to produce 34 female goats of the nr a 
g^^mtum (Fl), 10 of wfaieh were honnonally induced into lactadon. One of tfaeac femai*: goai ^ 
produced more ihan 26 liters of milk* The ADF-3 biofilamcnt protein was confirmed by je^cs 
ibar included Western Uoc analysis to he pzescm in the milk. 

b) Using die mediods described in the patent q>plicacian, wc genetaied nme founLier go iis 
(six female, three male) that were transgenic fhr the spider dragline silk MaSp 1 gene, uniler ttai 
conirol of the WAP promoter, ^«4ilch is described in the patem applicanoo- Six of iliese ummai i 
were generated using prcvnudear roiC3nizijection» and ifaree were genezated using nucleai cransi cr. 
The six &males were induced to lactation hormonaUy, and bU six of them expressed the . pider 
sillc MaSpI protein, as confirmed by molecular weight measozement and recognition by MaSp) 
antibodies in a Western blot. 

c) Using the methods described in the paccot application, we generated eleven fhiiiale 
founder goaxs which were tiansgenic for the spider silk MaSpU gene, under the control o f the 
WAP promoter u»ng nuclear iransfer techniques. Ail of these acdmals piodueed the Ma >pll 
pzoieia at high levels (some made more than 1 gram of MaSpH protdn per liter of miUc:), in ov 
27 liters of milk pzoduced via hormonally induced lactation. 



All statemeats made herein of my own knowledge axe true* and a]l sratemexcts mi^de ori 
infoanation and belief are believed to be true; Xunhcr, these sonemexos were made with <he 
biowledge that willfid &ise siacemeais and the like so made are punishable by fine or 
imprlsoiunent, or both, under Section 1001 of Title IS of the United Sutts Codo> azultb.it suc^i 
willfiil (aise statements m^y jeopardize the validity of ihe application or any patents issii^d 
dieieon. 
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Date Costas N. Karaizas, PhJD. 
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